
November 22,200O 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, Maryland 20852 

Re: Docket No. OOD-1424; Draft Guidance for Industry on 
Analytical Procedures and Method Validations: 
Chemistry, Manufacturing and Controls 
Documentation 
Federal Register, August 30,200O (65FR169) 

Dear Sir/Madam: 

L The draft guidance, according to the Notice issued at the time of the publication is 
intended to provide recommendations to applicants on submitting analytical procedures, 
validation data and samples to support the identity, strength, quality, purity and potency 
of drug substances and drug products. 

Reference is made to our initial comments submitted to Docket No.*OOD-1424 on 
.November 14,200O. 

Provided herein, are additional detailed specific comments from SmithKline Beecham 
Biologicals on the aforementioned draft guidance. 

SmithKline Beecham welcomes the opportunity to work with FDA and industry in 
crafting improved versions of this draft guidance. 

Thomas M. kogan 
Director 
North America Regulatory Affairs 

1250 S. Collegevllle Road, PO Box 5089, Collegevlll-. ‘0 PA 19426-0989. Telephone i6101917 7OCO. Fax !6101917 7707. 



FI9A Guidance for Industry for public comment: 
* Analytical Procedures and Methods Validation - Chemistry, Manufacturing, apd Controls 

Ijocumentation 

Posted: 8/30/2000, Publish Date: 8/30/2000 

SB Bislsgicals Comments 

Section Guidance Line Comment 
(or page +O 

Rationale 

II 71 Replace “demonstrates” by “confirms” The suitability should be determined by the 
applicant and confirmed by the FDA. 

II 72-73 Define “regulatory purposes” or change 
wording. 

An analytical procedure should be suitable for its 
intended use (which can be release, 
characterization, stability testing, . . .).It is 
unclear what regulatory purposes means. 

II 

III 

91 

104-105 

What is the difference between in process and 
acceptance testing? Please add to glossary. 

Clarify definition The definition of a regulatory analytical 
procedure is very unclear, as alternative 
analytical procedures would also evaluate a 
defined characteristic of the drug substance or 
product. Does a regulatory analytical procedure 
mean compendia1 method ? 

U:\DataWDA Analytical Methods, GA commentxdoc 
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SB Biologicals comments on FDA Guidance for Industry: 

‘, .‘Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation 
I, 
/’ 

Section Guidance Line Comment 
(or @age #) 

Rationale 

113-l 1.4 Clarify definition 

118 / Remove 

122-125 Please add that this may not be applicable to 
biologicals 

248-249 Change example 

279 Add “quantitative” before “chromatographic” 

We suppose that alternative analytical 
procedures would also include methods 
developed by the applicant in the absence of a 
compendia1 method ? 

It may not be possible, or relevant, to compare 
an alternative method and a compendial method. 

The definition of “quantitative analytical 
procedure” only applies to chemicals, not to 
biologicals. E.g. a stability-indicating assay for a 
vaccine is often a potency test that measures the 
induction of antibodies in an animal model. This 
is not a quantitative assay. 

The example is unclear. It seems to us that the 
principle would be: “For example, quantification 
of the substance by UV spectrometry after 
separation of . . . by isocratic HPLC. 

We suppose that “all quantitative 
chromatographic methods” are meant. For e.g. 
qualitative TLC it will be difficult to establish 
system suitability parameters. 
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SB Biologicals comments on ?DA Guidance for Industry: 
Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation 

Section Guidance Line Comment 
(or page W 

Rationale 

VII 378 Remove robustness 6 It is our opinion that evaluation of robustness * 
should be performed during the development of 
the analytical procedure. The result of the 
robustness evaluation would be the inclusion of 
specific parameters or warnings in the SOP, 
rather than a complete description of assay 
development in the validation package. 

VII 

VII 

VII 

VII 

384-385 Remove 

400-415 Remove 

4 19-420 Remove 

425-426 Remove 

This should be part of robustness analysis. See 
previous remark. 

This information should be discussed in the 
product characterization section, not under 
method validation. Inclusion of all this 
information in the validation report will make 
the latter unreadable. 

This information should be in the stability 
section, not under method validation. 

This is part of robustness analysis. See remarks 
on line 378. 
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SB Biologicals comments on FDA Guidance for Industry: 
Anal&al Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation 

‘, 

Section Guidance Line Comment 
(or page W : 

Rationale 

VII 435-436 ,. Remove “. , . and the data discussed and/or 
submitted. In cases where an effect is 
observed, representative instrument output 
should be submitted , , .” and replace by “. . , 

: and the data used to set appropriate 
parameters in the standard operating 
procedure”. 

VII 4.50-453 ./. Replace “should be submitted in the sections 
on analytical procedures and controls” by 
“‘should be submitted in the most appropriate 
section”. 

VII 

VII 

VIII 

455-520’. Please summarize. 

578 !, Delete robustness 

603 Delete “and the criteria used in determining 
the acceptability of the analytical procedure” 

See rationale to line 378. 

For a lot of stress testing results, the instrument 
output (SDS-PAGE photo’s, Western blots, etc.) 
should be included in the stability section, which 
would otherwise become incomplete and 
unreadable. Inclusion in the methods description 
or validation will, on the other hand, make those 
documents too complex. 

The section on instrument output/raw data 
contains a lot of overlapping and repetitions 
statements between i, ii and iii. It is unclear why 
“organic impurities” is a separate section, next to 
“drug substance” and “drug product”. 

See remark on line 378. 

If criteria need to be set a priori, this means that 
standard acceptability criteria exist. If so, then 
those should be part of the guidance document, 

Page 4 
20-Nov-2000 



SB Biologicals comments on FDA Guidance for Industry: 
Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation 

Section 

xe 

Guidance Line Comment 
(or page W , 

668 Add “if known at submission’: ’ 

Rationale 

Commercial lots may not yet be+produced at 
BLA submission, in which “case batch numbers 
etc. cannot yet be given. 

X 

XI 

740 Add “primary” before packaging 

926 Delete “robustness” 

Clarifies. 

See comment to line 378. 

XI 1034 

Attachment 1115 
A 

Delete “robustness” 

Change “XI” to “X” 

See comment to line 378. 

Wrong section is referenced 

References Add reference to “Guidance for industry: 
content and format of chemistry, 
manufacturing and controls information and 
establishment description information for a 
vaccine or related product 

This would be appropriate if the current 
guideline is to be applied to vaccines. 
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Shipment Airwaybill 
(Non negotiable) 

1 -ROO-CALL-DHL in USA on~v 

Account no. Shipper’s reference 
763302335 llR4250 

Company name 
SmithKline Beecham 

Shipper’s Name 
CMC Regulatory Affairs 

Address 
1250 S.Collegeville Road 

Collegeville PA 
United States Of America 

Zip/Poetcode (required) 

194262990 

PhoneffaxrTelex (circle One) 
Ph: (610) 917-5668 
P7.V. ,L,il, 91-f-4,114 

I Food and Drug Administration 
Attention , a* %+., ,::*,*g -nr 

Do&&t'~'$@n?gem~n~,Brahch 
Delivery address DHL cannot deliver to a PO Box 

I 5630 Fishers Lane 
Room 1061, HFA-305 

/ 
Rockville MD 
United States Of America 

Zip/Poatcode (required) 

I 20852 
Phone/FWelex (circle One) 

m 9291616106 D 0 - 
i.._ Cm~ Ihis shipment number in an inquiry _I_ _ ., 

Servtcea PayrAnt opaonr not au oprtons 
available to all countries 

ix U.S. DOMESTIC ~Shipper’sAcw”“t 

0 INTERNATIONAL DOCUMENT 0 Recipient j?Third Party 

0 INTERNATIONAL NON DOCUMENT Acct. No. 

~SATURDAY DELIVERY 

b ;POD shippeh fsxlklex M). for POD (optinel) 
L__]OTHER 

=P=w 

Full description of COntentS 

Business document 

Harmonized Schad. S no. if applicable. T e of export 
6 Permanent 
OTemporary 0 Repair/Return 

Shipper’s EIN/SSN These comewdii. technobgy or software were 
emcrtwd fro” the unned states in accordsnce 

a Recipient L_I Shipper 

DHC Airways, Inc. (c) 333 Twin Dolphin Drive, Redwood City, CA 9406 

This is a summary of our main terms and condkbne. Ourtull terms and 
condiions we on display and *v*ilsbk from DHL Service Centers and in 
our Worldwide Express Guide. 

1. DHL’s Contract with you: 
These terms and mndkbns. along witi thaw eet out in our Woddwfde Express 
Guide. em all tie knee of the centmct between yw. the sender of the shii- 
meet. and us. DHL. When you tender * shipment to us. you accept our terms 
for you. the send% and for anyone eke who has en eveseed interest In the 
shipment. Our temw end mnditkns also pmtect anyone who we mey Mntmct to 
collect. beansport w derer your shipment. No empbyee of DHL or anyone eke 
has me authority to change eny of OUI teens or condiins. or make any pfomkes 
on our behalf. The terms end mndiins ol this airbill sbal gavovem in the event 
of any Ixa~ektenciee met might exist in any other banspwtetion doc”m+nte 
accompanying this shipment. 

2. What shlpmant means: 
A shbment means all documents w w,s that bevel under one .Iw*y bill, not 
l&t eiy single dcwwnt w em&& included In * shipment. You ce& Uwt 
the shiint d&ails em complete and eccumte. You agree that *II shipments 
may be canfed by any meens. including air. mad 01 any &ercanier “nkss 
you give us wpeclfk insbuctiow to the contrary. 

3. International Shipments: 
You eppoint DHL ee your agent to conduct Customs enby and clear- 
ance and certify DHL es your wnslgnee soleiy for the p”rpCSe Of 
designating DHL as your Customs Smker to pedon CuslomS enw 
and cleemnce. 

‘, 

We do not sccept any shipments that cOMein items dmt WB cenmt 
tranepxt kgalfy or safe+. inctudkg. but not limited to: 

Animals Pehhables 
Cwre”cy P,eck”S Metals 
Llquw Preckus Stmles 
Pk”k Negotiebk Items in Bearer Fan 

For Ml infwmatbn abwt shipments we cannot accept fw shipping. 
please cxmtact your neemet DHL Se~ice Center. 

wih the export *dmtnkbsCcm reguktkms. 
Dive,&” cc.nb*ry lo US. law prohibited. 

Destination dutiea!taxas if left blank recipient pays dutietiaxes _ 

5. Claims: 
If yw wkh b submtt a claim for * lost (includes misdethered) or 
damaged shipment UI* shipper must 

*Bubmlt the claim in writing. 
%w cklm musl be received wftiin 30 days 

fmm the date that we accept your shipment. 
‘Send or teke y~“r claim to your nearest DHL offiie. 

Pbese note: We will not review P claim until *II shipping and any ofher 

G.etb~~~yt$~llb~~e5: 
ng. wfMh*rUmy arise in mntrect 0, 

any ofher fmn cd civil e&n. including negligence, and even if they 
we DHL’s feuit 

* Cmswqu*nual or spwdal demeges or bee 
+ other indirect lose * Breech of other cnntrects 
Consequential damages or loss include. but are not limited to losf: 
f h-co”e * Profits . Intweet *Markets . use Of wntente 

related charges owed hew been paid to DHL. 

8. Dalayed Shlpmants: 
We will m&e every effwt to defiier y~“r shipment acarding to 0”r 
regular de(fwy echedules. DHL Is rot liable for any delays. even if 
they e,* cur feuii in: 

“Picking up *shipment 
‘Transpo@ng a shipment (including delays caused by diienkns) 
“Delivering, * shipment 

DHL resews tie right witlmut admimng liability. to refund bet14 
portatbn/*hlpping charges. but is not obligated to do Y). 

9. Extant of our IlabIlity: 
Our Ii&ii for * bst or damaged shipment Is limited to the lowest 
Of these 3 amounk: 

‘US $100, or 
‘The a&al *mO”nt of the lose or damage. 01 
‘The e&ml value of he document or parcel. Tbk 
does rat include any cnnmerckl utilii or epeckl 
velue to the shipper 0, sny other pawn. 

10. What “Actual value” means: 
The loweatof the following amounts. determined es et tie time and 
place we eccepkd the shipment 

q oc”“.“tw l”ea”lrm Bnv shbme”t vmhuut cnmm*rckI value): 
7. Clrcumelances beyond our control: 
We em not lkbk If * shpment k bsq include mkdelivered) or 
damaged because of circumstances beyond O”I wnbOl. These 
circ”mstences include: 

__--...-...- . 
me cost of repkci”g,&&“c”g 0, mcuIletit”dng the d4n& 

Parwlr (meaning any shipment with commercial value): 
The cost of rspaidng or replacing the parcel. or 
‘The meal* or fair merket value of the parse1 

‘A,, “Add Gad”. for exan-~le en earthquake. cyclone, storm or fkod 
*‘Fwx Mjeum” for example war. plane cresh or embargo 
‘Any defect or chemctedstk to do wfti the netwe of #I* shipment 

eveniflmowntouswhsnweacceptedit 
‘Any actin or omkskn by anyone outside DHL. For example: 
- The sender d the shipment 
. The receiver 

An Interested third parh, 
. Cusbms or govem~kerit 0fMds 
- The postal eewke. another cam’er OT a third party who we mnbact 
to deliver m destinalions tint we do not sew* directly. 
We em not llebk even if the sender did net ask for or know about a 
third party delivery agreement. 

The actual value of * pame4 cannot be more than the original cost to 
YOU d”S 10 DwIcw”t 

1,. If the tmnsp&d& of a ebbment Itiokes an ultimate destfnatbn 
or srOp in 8 comky Dther the” the munby of depamre, the Wenew 
Cmvendbn titits ou lkblfii for less or damage to such shipment. 
Yc” agree tbet your shknnent may be camkd vie intermediate *tap- 
ping places which we deem appmpriate. 

12. We recommend that yw Insine your shipment with DHL. We 
can *mng* ,“b”r*“ce tar you up to us $3 million. Please n0te that 
our shpmem ksureme does not cwer meeequentkl damages. or 
loss or damage caused by t,ez,spo,tetkn delays. If you do n.3 request 
Shipment llwreme MI tfte fmat of this alwy bill. you assume all 
dskw of bss 0, damage. 

PACKAGE (Recipient’s) COPY 


